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DETAILED ACTION 

1. The Response filed March 2, 2001 (Paper No. 19) is acknowledged. Claims 6, 
13, 24-30 and 34-36 were cancelled, claims 5 and 33 were amended and no claims were 
added. Therefore, claims 2-5, 7-12 and 33 are pending. 

Withdrawn Rejections 

2. The previous rejections under 35 USC 1 12, first and second paragraph, are 
withdrawn in view of applicant's cancellation of claims and claim amendments. 

New Rejections - Necessitated by amendment 
Claim Rejections - 35 USC § 112 

3. The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and 
process of making and using it, in such full, clear, concise, and exact terms as to enable any person 
skilled in the art to which it pertains, or with which it is most nearly connected, to make and use 
the same and shall set forth the best mode contemplated by the inventor of carrying out his 
invention. 

4. Claims 2-5, 7-12 and 33 are rejected under 35 U.S.C. 112, first paragraph, as 
containing subject matter which was not described in the specification in such a way as to 
reasonably convey to one skilled in the relevant art that the inventor(s), at the time the 
application was filed, had possession of the claimed invention. This is a new matter 
rejection. 
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The specification as originally filed does not provide support for the 
invention as now claimed. The claims are directed to a mixture, not a single 
compound. It is not apparent that applicant had support for mixtures wherein T is 
not a single bond. The removal of T as a selection in the Markush group is new 
matter because there is not support for such "sub-generic" mixtures. Applicant 
points to libraries 59-62 and examples 109-1 13 for support for this new claim; 
however, while these examples show selections for T that are not single bonds, it 
is not clear support for the removal from the claim of such a limitation. There are 
several examples in the specification that do depict T as a single bond and 
applicant does not appear to be in possession of the "sub-generic" libraries that 
specifically limit T to other than a bond. In accordance with MPEP § 714.02, 
applicants should specifically point out support for any amendments made to 
the disclosure. Also, in order for a negative limitation to be added to a claim, that 
particular limitation must be specifically recited in the specification. 

Maintained Rejections 
Claim Rejections - 35 USC § 102 

5. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 

form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(a) the invention was known or used by others in this country, or patented or described in a printed 
publication in this or a foreign country, before the invention thereof by the applicant for a patent. 
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6. Claims 2-5, 7-12 and 33 remain rejected under 35 U.S.C. 102(a) as being 

anticipated by Gordeev et al (WO 96/33972). 

Gordeev et al disclose methods for synthesizing libraries of pyrimidine 
compounds (see Abstract). The library compounds of Gordeev et al have the 
claimed heterocyclic scaffold and substitution pattern (see page 34-35 and more 
specifically page 81) and are substantially homogeneous (page 35, bottom). The 
library compounds are made in a pooled format (see page 84, lines 18-28), for 
example, a pool of 21 pyrimidines is made and tested. This reads directly on the 
limitation of a mixture of at least 6 compounds and the further limitations of 
claims 2 and 3. All compounds are present in at least some of the pools and the 
compounds are synthesized at a purity (see page 81) where the mixture would be 
close to equimolarity. The pyrimidine compounds of Gordeev et al have at least 
three functionalizable atoms, at least one of which is nitrogen (see pages 81-85). 
In the compounds of Gordeev et al the tethers can be considered to be bonds for 
two of the side groups and the amine moiety could be considered a tether moiety 
(NHR 1 ). This meets the limitations of claims 5 and 7-10. The building blocks of 
the library comprise various leaving groups (see page 83), reading on the 
limitations of claims 1 1 and 12. 



Response to Arguments 

7. Applicant's arguments filed March 2, 2001 have been fully considered but are not 
found persuasive. The examiner's rationale is set forth below. 
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8. First applicant argues that Gordeev teaches compounds that are substituted at the 
5 position on the pyrimidine ring. While the reference does show some compounds with 
this substitution, the library specifically referred to by the examiner (specifically page 81 
of the reference) show the same 2, 4, 6 substitution on the pyrimidine ring as the claimed 
compounds. 

9. Applicant argues the claims as amended, that is, with the removal of the selection 
of T being a single bond. In response to applicant's argument that the references fail to 
show certain features of applicant's invention, it is noted that the features upon which 
applicant relies (i.e., T is not a single bond) were not recited in the previously rejected 
claim(s). Applicant states that Gordeev teaches functional groups attached to the 
pyrimidine ring without tether moieties (i.e. T = single bond). The examiner agrees that 
the R3 and R4 moieties in the library of Gordeev depicted on page 81 of the reference are 
attached to the ring via bonds. However, the reference does disclose that the third 
substituent is attached through an amine moiety which reads on the instant tether moiety 
(NHR 1 ). 

1 0. Since the examiner deems applicant's removal of the selection of T being a single 
bond from the Markush group in the instant claims to be new matter (see above), the 
rejection of the claims as being anticipated by Gordeev et al is maintained. 
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Maintained Rejections 
Claim Rejections - 35 USC § 103 

11. The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 

obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as 
set forth in section 102 of this title, if the differences between the subject matter sought to be 
patented and the prior art are such that the subject matter as a whole would have been obvious at 
the time the invention was made to a person having ordinary skill in the art to which said subject 
matter pertains. Patentability shall not be negatived by the manner in which the invention was 
made. » 

12. Claims 2-5, 7-12 and 33 remain rejected under 35 U.S.C. 103(a) as being 
unpatentable over Grandoni (US 5,998,420) in view of Hamprechet et al (US 5,591,694) 
in view of Gordon et al (Of record, J. Med. Chem. 1994, Vol. 37, No. 10, pp. 1385-1401). 

Grandoni et al teach sulfonylurea herbicides that read on the claimed 
compounds (see Figures 3 & 5, for example). The pyrimidine compounds have 
least three functionalizable atoms, at least one of which is nitrogen, oxygen and/or 
sulfur and have groups that can be considered tethers (see structures S, T, U and 
V in Figure 5 and compound at the bottom of Figure 6). The building blocks of 
the library comprise various leaving groups (see column 9, top). In the context of 
creating better inhibitors of acetolactate synthase (beginning in column 8 and 
going through the top of column 10), Grandoni et al teach the concept of 
"combinatorial optimization of inhibitory sulfonylureas" (column 9). The activity 
of such compounds reads on the limitations of claims 24-26. 

Hamprechet et al also teach sulfonylurea herbicides (see Abstract). These 
compounds also read on those in the claimed mixture and have similar 
substitution to those of Grandoni. Hamprechet et al teach that compounds with 
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improved properties are needed and that to do so, varying the substituents on the 
pyrimidine moiety is a preferred method of doing so (see column 2, lines 12-23). 

Grandoni and Hamprechet et al lack the teaching of creating a mixture of 
at least 6 compounds. 

However, Gordon et al teaches that "[w]hen small molecule leads for a 
target have been previously defined. . .the notion of searching for more potent 
derivatives among libraries combinatorially enriched in specific pharmacophore 
analogs is an obvious tactic to pursue" (p. 13 86 Column 1, 1 st full paragraph). 
Also, Gordon et al teaches the general principles of combinatorial chemistry and 
the rationale for creating libraries, see page 1385 and 1397-1401 generally. 
Specifically, the notion of intentional biasing as a form of drug design is taught 
(see page 1401, 1 st column). Gordon et al teaches a "spectrum of molecular 
diversity" (see page 1397, Figure 19) that describes why a library of a certain size 
would be useful for a variety of different applications. 

Therefore, it would have been prima facie obvious to one of ordinary skill 
to create a mixture (i.e. library) of six or more compounds of the claimed type 
based on the teachings Grandoni and Hamprechet et al as to the synthesis and uses 
of such compounds and the teachings of Gordon et al regarding libraries. A 
person of ordinary skill in the art would have been motivated to create libraries to 
have large numbers of molecules available for testing for improved properties 
(see Gordon, page 1398, 1 st paragraph). 
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Response to Arguments 

13. Applicant's arguments filed March 2, 2001 have been fully considered but are not 
found persuasive. The examiner's rationale is set forth below. 

14. Again, applicant argues the claims as amended, that is, with the removal of the 
selection of T being a single bond. In response to applicant's argument that the 
references fail to show certain features of applicant's invention, it is noted that the 
features upon which applicant relies (i.e., T is not a single bond) were not recited in the 
previously rejected claim(s). 

15. With respect to the rejection under 103, however, not only is the rejection 
maintained because the examiner deems applicant's removal of the selection of T being a 
single bond from the Markush group in the instant claims to be new matter (see 
paragraph 10 above), but the references cited in the rejection also teach compounds 
where each substituent is attached to the pyrimidine ring though a tether moiety that is 
not a bond . 

16. Applicant states that "[n]o selection of tether T and letter L of the claimed 
compounds. . .will give the thiourea compounds reported in Grandoni and Hamprechet" 
(Response, page 6). The examiner respectfully disagrees. Grandoni teaches a compound 
labeled "8 KIH-203 1/DPX-PE 350" on the bottom of Figure 6 that reads on the claimed 
compounds of structure I when T is O in two instances and S in the other instance; two of 
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the L moieties are alkyl (CH 3 ) and the last L moiety is a substituted carbocyclic moiety. 
Hamprechet also teaches compounds with the same 2, 4, 6 substitution on the pyrimidine 

* 8 * 

ring (R in the patent is H or halogen and when it is H reads on the claimed compounds). 
The substituents are attached to the ring via an N, 0 or S atom, reading on the claimed T 
moieties. The substituent moieties of Hamprechet read on the claimed L groups of alkyl, 
alkenyl or alkynyl (or substituted versions thereof); see structure Ilia of the patent in 
column 2. 

1 7. Applicants also argue that the "combination of references does not produce the 
claimed invention" (Response, page 6). In response to this argument, the examiner 
recognizes that obviousness can only be established by combining or modifying the 
teachings of the prior art to produce the claimed invention where there is some teaching, 
suggestion, or motivation to do so found either in the references themselves or in the 
knowledge generally available to one of ordinary skill in the art. See In re Fine, 837 
F.2d 1071, 5 USPQ2d 1596 (Fed. Cir. 1988)and In re Jones, 958 F.2d 347, 21 
USPQ2d 1941 (Fed. Cir. 1992). As stated above, Gordon teaches that "[w]hen small 
molecule leads for a target have been previously defined. . .the notion of searching for 
more potent derivatives among libraries combinatorially enriched in specific 
pharmacophore analogs is an obvious tactic to pursue". 

18. In this, case,' the examiner maintains that the combined teachings of the cited 

V' 

references render the claimed invention obvious. The teachings referred to above 
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(paragraph 17) are strong motivation. Also, the strongest rationale for combining 
references is a recognition, expressly or impliedly in the prior art or drawn from a 
convincing line of reasoning based on established scientific principles or legal precedent, 
that some advantage or expected beneficial result would have been produced by their 
combination. In re Sernaker, 702 F.2d 989, 994-95, 217 USPQ 1, 5-6 (Fed. Cir. 1983). In 
the instant case, the beneficial result of the combination of references is creating a library 
of compounds having a known utility from which to screen for more active members. 
Such benefits of combinatorial optimization were well known in the art, as taught by 
Gordon. Specifically in reference to compounds having the "core structure" of the 
claimed mixtures, see Grandoni regarding the concept of "combinatorial optimization of 
inhibitory sulfonylureas" (column 9). 

Status of Claims/Conclusion 

1 9. No claims are allowed. 



20. Applicant's amendment necessitated the new ground(s) of rejection presented in 
this Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP 
§ 706.07(a). Applicant is reminded of the extension of time policy as set forth in 37 
CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire 
THREE MONTHS from the mailing date of this action. In the event a first reply 
is filed within TWO MONTHS of the mailing date of this final action and the 
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advisory action is not mailed until after the end of the THREE-MONTH 
shortened statutory period, then the shortened statutory period will expire on the 
date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1 .136(a) will be calculated from the mailing date of the advisory action. In 
no event, however, will the statutory period for reply expire later than SIX 
MONTHS from the date of this final action. 

21 . Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Maurie E. Garcia, Ph.D. whose telephone number is (703) 
308-0065. The examiner can normally be reached on Monday-Thursday from 9:30 to 
7:00 and alternate Fridays. 

22. If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Jyothsna Venkat, can be reached on (703) 308-2439. The fax phone number 
for the organization where this application or proceeding is assigned is (703) 308-4242. 
Any inquiry of a general nature or relating to the status of this application or proceeding 
should be directed to the receptionist whose telephone number is (703) 308-0196. 




BENNETT CELSA 
PRIMARY EXAMINE 



Maurie E. Garcia, Ph.D. 
May 18, 2001 



